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The subject of the invention is a medicament with laxative action on 
the basis of a combination of surface activated diacetyl bis-(p- 
hydroxyphenyl) isatin and activated dimethylpolysiloxane as the active 
agents , characterized by the fact that the surface activated diacetyl bis- 
(p-hydroxyphenyl) isatin is prepared by precipitation using a non-aqueous 
polar solvent, which is miscible with water, and by subsequent treatment 
with an aqueous solution of surface active materials in the presence of a 
finely divided vehicle material, and by the fact that the proportion by 
weight of the surface activated amorphous diacetyl bis- (p-hydroxyphenyl ) 
isatin thus obtained relative to the activated dimethylpolysiloxane is 
within the limits of 1 to 5 : 10 to 40. 

In accordance with one preferred form of embodiment, the medicament 
in accordance with the invention is in the form of tablets that are to be 
chewed and that serve for the treatment of cases of constipation of 
differing geneses. As a general rule, the ingestion of a tablet with a 
composition that is analogous to that in Example 4 is sufficient to obtain 
the desired result, if taken for approximately three days prior to going 
to bed. In tenacious cases, ingestion is continued for another three days, 
with use, if necessary, of tablets with a stronger combination of the 
active materials. 

The remarkable result of the treatment that can be obtained by using 
the medicament in accordance with the present invention is manifested by 
bowel movements which arise after a short period of treatment and which are 
effected without pain and without other unacceptable disadvantages. In 
particular, it is only in very rare cases that one observes abdominal pains 
and diarrhea-like defecation, which often arise in the treatment of cases 
of constipation, when use is made of the present medicament. 

As far as the active material for the present medicament is concerned, 
use is made, on the one hand, of surface activated amorphous diacetyl bis- 
(p-hydroxyphenyl) isatin, which is carried on a finely divided support on 
the basis of silicic acid, e.g. kieselguhr or colloidal silicic acid, and 
which is transformed into a paste via the use of swelling-type cellulosic 
derivatives. Comparative trials with diacetyl bis- (p-hydroxyphenyl ) 
isatin, which was manufactured in different ways, have established that a 
product that is manufactured in accordance with the process of the present 
invention has the most favorable active properties: 

1 kg of crystalline diacetyl bis- (p-hydroxyphenyl ) isatin is dissolved 
in 9 kg of dimethylf ormamide . The clear filtered solution is poured 
slowly, drop by drop, into 100 liters of water while stirring 
suitably, and the mixture is then allowed to stand for ten minutes; 
the precipitate is centrifuged, and then washed with water until the 
wash water no longer contains dimethylf ormamide . The precipitate is 
stirred into a solution of 3 g of "TEXAPHON-K-12 " in 1 liter of water 
and, after stirring for 30 minutes, a suspension of 4 kg of "CELITE 
superfine superfloss" in 6.4 kg of water is added, and then 0.6 kg of 
Tylose-C-300-P is also added while stirring. A paste of the surface 
activated amorphous active material is obtained in this way that is 
capable of being stored. 

Use is made of activated dimethylpolysiloxane, which is present e.g. 
in the form of commercial "Antifoam AF Emulsion" from the Dow Corning 
Corporation, as the other active material in the medicament. This product 
is compressed into tablets together with the paste, which is obtained in 
accordance with the process that is described above, of the surface 
activated amorphous diacetyl bis- (p-hydroxyphenyl ) isatin, whereby the 
balance is made up of auxiliary materials and conventional additives as 
well as f lavor-correcting agents. However, the manufacture of sugar-coated 
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pills and capsules is also possible without difficulties, and is included 
within the framework of the present invention. 

The laxative action that is known for crystallized diacetyl- (p- 
hydroxyphenyl) isatin [sic; diacetyl bis- (p-hydroxyphenyl ) isatin?] and 
that of medicinal preparations that are established on the basis of this 
product are well known to the specialist . 

In addition, the combination is known of surface activated diacetyl 
bis- (p-hydroxyphenyl ) isatin with activated dimethylpolysiloxane in the 
proportion of 1 to 80 with an addition of a spasmolytic agent, whereby the 
use thereof remedies accumulations of non-physiological gas in the 
gastrointestinal tract . 

French medicament patent 322 M gives a description of medicaments on 
the basis of a dimethylpolysiloxane, which has been activated by finely 
divided silicic acid, in order to remedy foaming accumulations of gas in 
the digestive tract. Additions of lactose can be made in order to increase 
this action, and additions of sedatives and of alkaloids can be made in 
order to modify this action. 

US patent 2,934,472 shows the use of emulsions of 
dimethylpolysiloxane, which has been activated with silicic acid, in order 
to remedy accumulations of post-operative gas and the pain that results 
therefrom. 

Finally, US patent 2,951,011 describes medicaments on the basis of 
antacids with an addition of dimethylpolysiloxane for the treatment of 
flatulence . 

However, these medicaments that characterize the prior art do not 
possess any laxative action. 

In contrast, the medicament in accordance with the present invention 
exhibits a remarkable laxative action. It is well to mention, as an 
unexpected effect, that the combination of surface activated amorphous 
diacetyl bis- (p-hydroxyphenyl ) isatin, which is obtained in accordance with 
the indicated process, with dimethylpolysiloxane exhibits a synergistic 
effect within the indicated limits of 1 to 5 : 10 to 40 parts by weight. 



Table 1 shows the efficacy of crystalline diacetyl bis-(p- 
hydroxyphenyl) isatin on its own and in combination with activated 
dimethylpolysiloxane. Moreover, corresponding indications are given for 
the combination of surface activated amorphous diacetyl bis- (p- 
hydroxyphenyl ) isatin with activated dimethylpolysiloxane, whereby it is 
seen that, in the presence of activated dimethylpolysiloxane, a lower dose 
of surface activated amorphous diacetyl bis- (p-hydroxyphenyl ) isatin gives 
rise to fewer failures [applications with no effect] than the crystallized 
product even in the presence of activated dimethylpolysiloxane. 

Table 4 also shows this synergism which is described by a comparison 
of the mean effective dose (ED 50 ) of the active laxative material on its own 
relative to that of its combination with dimethylpolysiloxane, whereby this 
is all the more noteworthy since, with the help of Table 2, the complete 
absence of efficacy of the activated dimethylpolysiloxane in terms of 
laxative action is found in this case. 

Finally Table 3 shows a comparison of the laxative action of a known 
combination preparation relative to that of the medicament in accordance 
with the invention. It is noteworthy that, despite the large dosage of the 
known combination preparation, no noteworthy increase in laxative action 
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is seen, whereby the total dose of the active material is higher than for 
the medicament in accordance with the patent application. 

It would be theoretically conceivable to treat even cases of tenacious 
constipation via the administration of increased total quantities of 
crystallized diacetyl bis- (p-hydroxyphenyl ) isatin. 

However, it has been found, in practice, that both the frequency and 
the intensity of abdominal pains increase when inducing bowel movements 
that are analogous to those with cases of diarrhea. Such a mode of 
treatment is thus undesirable. 

The medicament in accordance with the invention avoids this deficiency 
as a result of the considerable reduction of the material that itself has 
the laxative action. In this way, and via the results that are proved in 
the tables, the technical progress has been demonstrated that can be 
obtained with the medicament in accordance with the invention. 
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Table 3 Comparison of the laxative action, on 11 non-constipated persons, of 

tablets, which are to be chewed, in accordance with Example 4 relative 
to a known combination preparation having the following composition per 
tablet : 

surface activated diacetyl bis- (p-hydroxyphenyl ) isatin 0.5 mg 

dimethylpolysiloxane 4 0.0 mg 



the benzyl ester of mandelic acid 30.0 mg 



Dosage 


Mean number 


of bowel movements 




Observation 

before 
(mean value) 


1st 
day 


2nd 
day 


3rd 
day 


Observation 
after 
(mean value) 


1 tablet in 
accordance 
with Example 4 


0.9 


1.55 




2.55 


1.27 


0.82 


3x2 tablets 
of a known 
combination 
preparation 


1.1 


1. 02 




1. 15 


0. 92 


0. 87 



The attached graph in accordance with Figure 1 shows a graphical representation of 
the mean number of bowel movements per day as a function of the duration of the 
treatment. The dashed line shows the course of the treatment with a tablet, which 
is to be chewed, in accordance with Example 4, whereas the full line shows the course 
of the treatment with a known combination preparation. 



Table 4 Mean effective dose (ED 50 ) of surface activated amorphous diacetyl bis- (p- 

hydroxyphenyl ) isatin (I) and a combination of 4.8 mg of surface 
activated amorphous diacetyl bis- (p-hydroxyphenyl ) isatin with 36 mg of 
activated dimethylpolysiloxane (II) 

I: ED 50 = 30.0 mg/kg, obtained following oral administration to 200 rats 

II: ED 50 = 3.3 mg/kg, computed on the basis of the surface activated amorphous 
diacetyl bis- (p-hydroxyphenyl) isatin, obtained following oral 
administration to 45 rats. 



The ED 50 dose is illustrated in the attached Figure 2. 

Example 1 Tablet, which is to be chewed, with the following composition: 



crystalline diacetyl bis- (p-hydroxyphenyl ) isatin 


5 


0 


mg 


Celite superfine superfloss 


10 


0 


mg 


lactose 


317 


5 


mg 


tylose-C-1000-P 


4 


0 


mg 


citric acid 


9 


6 


mg 


sodium cyclamate 


2 


5 


mg 


table salt 


0 


6 


mg 


glycerine 


0 


8 


mg 


orange aroma 


4 


4 


mg 


water 


10 


0 


mg 


talc 


3 


0 


mg 


magnesium stearate 


2 


6 


mg 



Total weight 



370.0 mg 
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crystalline diacetyl bis- (p-hydroxyphenyl) isatin 10.0 mg 

and the remainder of the composition as in Example 1. 



Example 3 Tablet, which is to be chewed, with the following composition: 



crystalline diacetyl bis- (p-hydroxyphenyl) isatin 


5. 


.0 


mg 


dLLl Vd LCU Ullllc LIiyi^UiyollUAallc \ ^ J_ tr J_ C J. a JJX y XII L.I1C J.wi.111 








of a commercial aqueous anti-foam emulsion) 


10. 


,0 


mg 


Celite superfine superfloss 


20, 


,0 


mg 


lactose 


480, 


A 


mg 


tylose-C-1000-P 


10, 


.0 


mg 


citric acid 


15, 


.6 


mq 


sodium cyclamate 


4, 


.0 


mg 


table salt 


1. 


.0 


mg 


glycerine 


1. 


,0 


mg 


mandarin oil aroma 


3, 


.0 


mg 


water 


15, 


.0 


mg 


emulsifiers 


5, 


.0 


mg 


i o tax weig nt. 


570, 


.0 


mg 


Example 4 Tablet, which is to be chewed, with the 


following composition: 




finely divided, surface activated, amorphous 








diacetyl bis- (p-hydroxyphenyl ) isatin 


2. 


.5 


mg 


activated dimethylpolysiloxane, as above 


15. 


.0 


mg 


Celite superfine superfloss 


10. 


.0 


mg 


lactose 


310. 


. 9 


mg 


tylose-C-300-P 


20. 


.0 


mg 


citric acid 


11. 


.0 


mg 


sodium cyclamate 


2. 


.8 


mg 


table salt 


0, 


.7 


mg 


glycerine 


0, 


. 6 


mg 


orange aroma 


5, 


.0 


mg 


emulsifiers 


7, 


.5 


mg 


water 


12, 


.0 


mg 


silicone treated calcium stearate 


2, 


.0 


mg 


Total weight 


400, 


.0 


mg 
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Example 5 Tablet, which is to be chewed, with the following composition: 

finely divided, surface activated, amorphous 



diacetyl bis- (p-hydroxyphenyl ) isatin 


5.0 


mg 


activated dimethylpolysiloxane, as above 


10 . 0 


mg 


Celite superfine superfloss 


20 . 0 


mg 


lactose 


480.4 


mg 


tylose-C-1000-P 


10.0 


mg 


citric acid 


15.6 


mg 


sodium cyclamate 


4.0 


mg 


table salt 


1.0 


mg 


glycerine 


1.0 


mg 


mandarin oil aroma 


3.0 


mg 


water 


15.0 


mg 


emulsif iers 


5.0 


mg 


Total weight 


570.0 


mg 


Example 6 Tablet, which is to be chewed, with the 


following composition : 




finely divided, surface activated, 






diacetyl bis- (p-hydroxyphenyl ) isatin 


5.0 


mg 


activated dimethylpolysiloxane, as above 


30 . 0 


mg 


Celite superfine superfloss 


20.0 


mg 


lactose 


474.6 


mg 


tylose-C-1000-P 


15.0 


mg 


citric acid 


16.4 


mg 


sodium cyclamate 


4.2 


mg 


table salt 


0.9 


mg 


glycerine 


0.9 


mg 


mandarin oil 


3.0 


mg 


emulsif iers 


15.0 


mg 


water 


15.0 


mg 


Total weight 


600. 0 


mg 
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1. Medicament with laxative action on the basis of a combination of surface 
activated diacetyl bis- (p-hydroxyphenyl ) isatin and activated 
dimethylpolysiloxane as the active agents, characterized by the fact that the 
surface activated diacetyl bis- (p-hydroxyphenyl ) isatin is prepared by 
precipitation using a non-aqueous polar solvent, which is miscible with water, 
and by subsequent treatment with an aqueous solution of surface active materials 
in the presence of a finely divided vehicle material, and by the fact that the 
proportion by weight of the surface activated amorphous diacetyl bis- (p- 
hydroxyphenyl ) isatin thus obtained relative to the dimethylpolysiloxane is 
within the limits of 1 to 5 : 10 to 40. 

2. Medicament in accordance with Claim 1, characterized in that a solution of 
diacetyl bis- (p-hydroxyphenyl ) isatin is introduced, drop by drop, into water 
while stirring, and that the decanted deposit is transformed into a paste by 
treatment with an aqueous solution of a mixture of equal parts of a fatty alcohol 
sulfonate and an alkylbenzenesulf onate with an addition of swelling derivatives 
of cellulose and of kieselguhr. 

3. Medicament in accordance with Claim 1 or 2, characterized in that the paste- 
like combination of active materials is compressed into tablets together with the 
addition of conventional additives as well as flavor-correcting agents. 
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Nombre moyen 1 
c&»s sefles 
par jour 




Vkleur moyenne Vjour 5 2*jour 6 3'jour 1 Valeur moyenne 9 

observation awnb du traitement observation aprts 

Z Jours 4 o 



Key to Fig. 1 Graph 

1 = Mean number of bowel movements per day 

2 = Start 

3 = Finish 

4 = Mean value 

observation before 2 days 

5 = 1st day 6 = 2nd day 7 = 3rd day 

8 = of treatment 

9 = ' Mean value 

observation after 
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£D 50 
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L'inv ntl n a pour bjet un m6di amenta act in laxativ 
a base d'une comblnalson de diacetyl bis-CprbytooxjrpbenyO isa- 
tine surfactivee et de dimethylpolysiloxane activ6 comme corps 
actifs, caracterises par le fait que la diacetyl bis- 
5 (p-bydroxyphfenyl) isatine surfactivee est preparee par precipita- 
tion a partir d f uii; solvant polalre'i non aqueux, miscible avec 
I'eau et par trait em ent subsequent par une solution aqueuse de 
corps surfactifs en presence d'une matiere porteuse finement 
divisee et par le fait que la proportion en poids de la diacetyl 
10 bis-(p-hydroxypbenyl) isatine amorphe surfactivee ainsi obtenue 
au dimStbylpolysiloxane active est dans les limit es de 1 a 5 
pour 10 a 40. 

Selon une forme d* execution pre fere e, le medicament 
suivant I 1 invention est sous forme de table utos a mS.cb.er qui 

15 servent au trait emat de constipations de differences geneses. En 
r&gle generale, il suffit de 1' absorption d v une tablette d'une 
composition analogue a celle de- 1.' example 4, prise avant le 
coucber pendant environ trois jours , pour obtenir le re suit at 
desire* Bans des cas tenaces, 1* absorption est encore continue© 

20 pendant trois jours, eventuellement avec utilisation de tablettes 
d'une plus forte comblnalson de corps act if s. 

Le remarquable re suit at de traitement qu'bn pent obtenir 
par 1 'utilisation du medicament selon la pre s ent e invention se 
manlf este par les selles qui se presentent apr&s une courte duree 

25 du traitement et qui s'effectuent sans douleurs et sans autre s 
inconvenient s inacceptables. En particulier, ce n'est que dans 
des cas trfes rares qu'on observe, avec I'utllisation du present 
medicament, les douleurs abdominales et les def6cations en 
diarrbee qui se presentent souvent dans le traitement des const!- 

30 pations. 

CommQ corps act if pour le present medicament, on utilis 
d'une part ia dlac&tyl bis-(p-bydroxypbenyl) isatine 'amorph 
surfactivee qui est portee aur un support flnement divise a base 
d'acide silicique, par exemple sur de la kieselgur ou de I s acid 

35 silicique colloidal, et qui est transformee en une pftte avec 

emploi de derives cellulosiques gonflants. Des essals comparatifs 
avec de la diacetyl bis-(p-hydroxyphenyl) isatine fabrlqu6e d 
dlfferentes faqons ont etabli qu'un produit fabriqu6 selon le 
proc'de suivant present 1 s proprietes actives .1 s plus favo- 

40 rabl s : 



BAD ORIGINAL 



30653 . 2 2017735 

On dissout 1, kg de diacetyl bis-Cp-^d^^TP^nyl) 
isatin cristalline dans 9 kg de dimethylfoimaxnide. On 
fait couler la solution f iltree claire lent m nt goutte a 
goutte dans 100 litres d'eau en agitant convenablement , 
puis on laisse reposer dix minutes , -on centrifuge le preci- 
pite et on lave a l f eau ,jusqu f a ce que- l*eau de lavage ne 
contienne plus de dimetbylformamide. Le*precipit6 est agite 
dans une solution de 3 g de "TEKAPHON-K-12 * dans 1 litre 
d f eau et* apres une agitation de 30 minutes, on a^joute une 
susx>ensim de 4 *g do "GISLITE superfine superfloss" dans 
6,4 kg d f eauc p^iis on a e -jovr5e encore 0,6 kg de Tylose-C- 
300-P en agitant* On obtient ainsi une pftte emmagasinable 
du corps actif amcrphe ct£?f active. 

Comme autre corps actif dans le medicament qui fait 
l»ob-jet de la presente invention, on utilise le dimetbylpolysi- 
loxane activ6 tel qu'il se presente par exemple sous la forme 
commerciale "Antif oam AP Emulsion" de la finite Dow Corning 
Corporation, Ce produit est presse en tablettes avec la pftte, 
obtenue selon le proc6d6 dScrit ci-dessus,, de la di acetyl bis- 
(p~hydroxyplienyl) isatine amorphe' surf active e aveo appoint de 
corns auxiliaires et de corps d f addition usuels ainsi que de 
correcteurs de gotlt. dependant, la fabrication de dragees et de 
capsules est aussi possible sans difficulty et rentre dans le 
cadre de l f invention. . 

L" action laxative de la diacetyl^-hydrox^h^nyl) isatin 
cristallisee connue et des preparations medicamenteuses etablies 
a base de ce produit ©qnt bien connnes du specialist e. 

De plus, on connait la combinaison. de- diacetyl* 
bis-Cp-liydroxypliSigrl) isatine stfffactivSe avec le dimethylpolysi- 
loxane active dans la proportion de 1 4 80 avec addition d'ua 
spasmolytiquc, -ion* I'osploi remedie aux accumulations de gaz an 
•physiologiques dans la voie -gastrd— intesttnale. * : 

Dans le brevet franqeis de medicament 522 1L, on a decrit 
des medicaments a base d*un dimethylpolysiloxane activ§ par de 
l , acide silicique finement divisfe pour remSdier aux accumula- 
tions mouss antes de gas dans le tube digestif* Pour augment er 
1* action, on pent a^ outer du lactose et pour la modifier on peut 
ajouter des s'datifs et d s al aloldes. 

Le br vet des Etats-TTnis ^AmSriqu 2 93* *72 m ntre l'utl- 
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liaati a d'tmulsi na d dimethylpolyallexane active par l t aeid 
siliclque pour remedier aux accumulations d gas p at- peratoires 
t aux doul ups qui en result nt. 

Enfin t on a decrit dans le brevet des Etats-TJnis d f lm'riqu 
^ 2 951 011 des medicaments A base d'antacldes avec une addition 
de dimethylpolysiloxane pour le trait ement de la flatulenc • 

Gas medicaments qui caract6risent l'&tat de la technique 
ne poss&dent cependant aucune action laxative. 

Au contralre, le medicament selon 1* invention present une 
iO action laxative remarquable. Comma effet inattendu, il y a li u 
de remarquer que la. combinaison de la diac6tyl bis-(p-hydroxy- 
ph6nyl) isatine amorpbe surfactivee, obtenue selon le proc'de 
indlque, avec le dimethylpolysiloxane dans les 11 mites IndiqueeB 
de 1 A 5 pour 10 & 4© parties en poids presente un effet 
15 synergique. 

D'aprfes le tableau 1, on voit l'efficacite de la diac6tyl 
bis-(p-hydroxyph6nyl) isatine cristalline seule et en combinaison 
avec le dimethylpolysiloxane aotivfc. De plus, on a porte dee 
indications correspondantes pour la combinaison de la diacetyl 
20 bis- (p-hydroxypb6nyl ) Isatine amorphe surfactivee avec le dime- 
thylpolysiloxane actlv£, d f oA il re suite qu'une dose plus faible 
de diao6tyl bis- (p-hydroxyphenyl) isatine amorphe surf active e n 
presence de dimethylpolysiloxane active donne moins d' echoes 
qu'un produit crlstallis6 mime en presence de dimethylpolysil - 

oc xane active* . „ , 

Le tableau 4 fait apparaltre aussi le synergisme decrit 
par la comparaiaon de la dose effic*ce moyenne (EDc 0 ) du c ^^P 3 
actif laxatif seul avec oelle de sa combinaison ^ avec 1 
dimethylpolysiloxane , ce qui avec l*aide du tableau 2 eat d»au- 

50 tant plus remarquabla que dans ce cas toute l f absence d'effi a- 
cite du dimethylpolysiloxane active concernant une action laxa- 
tive se trouve representee. ■ ^ ^ b ^ 

Le tableau 5 montre enfin la comparaiaon de 1] action 
laxative d*une preparation de combinaison connue avec elle du 

35 medicament selon 1* invention. II est remarquable que t malgr* 1 
fort dosage de la preparation de co mbin aison connue t la d se 
totals en corps actif s etant plus 61ev6e que pour le medi ameftt 
selon la demande f on ne voit apparaltre aucune 6l6vation notable 
de l 8 action laxative* " , 

40 II serait theoriquement conceivable de traitor mBme a s ess 

de constipations tenaces par l f administration de quantites t ta- 
les augmentees de diac6tyl bis- (p-hydroxyph£nyl ) isatine cristal- 
lis§e. 

On a trouv6 cependant dans la pratique qu'ainsi la frequaa- 
45 ce et l'intensite des douleurs abdominales augment ent en prov - 
quant des sellee analogues a des diarrh6es. Un tel mode d 
traltement est done indesirable. 

Le medicament selon 1« invention evite ,ce d6faut par une 
diminution considerable du corps ay ant lui-m&ne une action 
50 laxativ . Ainsi t par 1 s re suit at s prouves dans 1 s tabl aux 
est demontre 1 pr grfes t chnique qu'il st possibl d»obtenir 
avec le medi ament sin 1 'invention. 
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Tableau 3 . comparaison de I 1 action laxative, sur 11 personnes 
non constipees, de tablettes a mftcher selon 1 1 exem- 
ple 4- avec tine preparation de combinaison coram 
ayant la composition suivante par tablette s 

5 diacetyl bis-(p-hydroxyphenyl) isatine surfactivee 0,5 mg 
dimethylpolysiloxane 4O,0 mg 

benzylester de l f acide mandelique 30,0 mg 



10 



15 



20 





Borabre moyen des 


selles 




Dosage 


Observation 

avant 
(valeur 

moyenne) 


1° 
gour 


2° 
aonr 


3° 
dour 


Observation 

apr&s 
(valeur 

moyenne) 


1 tablette 

selon 
exemple 4- 


0.9 


1,55 


2»55 


1,2? 


0,82 


5x2 tablettes 
d f une prepa- 
ration de 
combinaison 
connue 


1,1 


1,02 


1,15 


0,92 


0,87 



25 



Dsns le grapbioue annexS selon la figure 1, on a repre- 
sent6 graphiquement le nombre moyen de selles par jour en 
fonction de la dur6e du trait ement. La ligne en trait interrompu 
JO montre le cours du trait ement avec una tablette a m6Lch.er selon 
l^exemple 4, tsndis que la ligne en trait piein montre le cours 
du trait ement avec une preparation de comb in a i son connue. 
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Tabl an. 4 : Dose fficace moy nn C^cO^ de 

diac'tyl bis-(p-hydroxyplienyl) isatine amorpbe 
surfactivee (I) et d , une combinaison de 4,8 mg 
de diacetyl bis-Cp-hydroxyphenyl) isatine amorplie 
5 surfactivee avec 36 mg de dimethylpolysiloxane 

active (II) 

I : ED^Q m 30 ,0 mg/kg, obtenu apr£s administration or ale a 

200 rats. 

II : ED^ Q - 3,3 mg/kg, compte sur la diacetyl "bis- (p-hydroxyphe« 
10 nyl) isatine amorplie surfactivee, obtenu apr£s admi- 
nistration orale a 4-5 rats. 



Sur la figure 2 annexe e f on a represents la dose EDfjQ* 






Eremnle 1 : Tablette a mftclier 


de la composition : 






di acetyl bis- (p-hydroxypbenyl ) 


isatine cristalline 


5*0 


mg 


Celite superfine superfloss 




10,0 


mg 


lactose 




317,5 


mg 


tylose-C-1000-P 




4,0 


mg 


acide citrique 




9t6 


mg 


cyclamate de sodium 




2,5 


mg 


sel de cuisine 




0,6 


mg 


glycerine 




0,8 


mg 


arome d* orange 




4,4 


mg 


eau 




1O,0 


mg 


talc 




3,0 


mg 


st ear ate de magnesium 




2,6 


mg 




poids total 


37P»0 


mg 



Exemple 2 : Tablette a mftclxer avec 

diacetyl bis- (p-hydroxyphenyl) Isatine cristal line 10,0 mg 

le reste de la composition comma a l'exemple 1. 



£>9 30653 8 2017735 

Eg mple 3 : Tablette a m&clier de la composition : 

diacetyl bis-(p-hydroxyph'nyl) isatine cristallin 5,0 mg 

dimethylpolysiloxane active (de preference sous la forme 

d'une emulsion aqueuse anti-mousse du commerce) 10,0 mg 

5 Celite superfine superfloss 20,0 mg 

lactose 480,4 mg 

tylose-C-1000-P 10,0 mg 

acide citrique 15,6 mg 

cyclamate de sodium 4,0 mg 

10 sel de cuisine ' 1,0 mg 

glycerine 1,0 mg 

arome d'huile de mandarine 3*0 mg 

eau 15,0 mg 

~6mulsifiants 5,0 mg 



25 



i5 Poids total 570,0 mg 

Exemple 4 : Tablette & m&clier de la composition : 

diacetyl "bis-(p-hydroxyphenyl) isatine amorphe, 

surfactivee, finement divis6e 2,5 mg 

dimethylpolysiloxane active, comme ci-dessus 15,0 mg 

20 Celite superfine superfloss 10,0 mg 

lactose 310,9 mg 

tylose-C-300-P 20,0 mg 

acide citrique 11,0 mg 

cyclamate de sodium ' 2,8 mg 

sel de cuisine 0,7 mg 

glycerine 0 1 6 mg 

arome d v orange 5»0 mg 

emulsifiants 7,5 mg 

eau 12,0 mg 

jq st ear ate de calcium siliconfe 2,0 mg 



Poids total 



4O0,0 mg 
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Exemrole 5 : Tablette a mftcher de la composition : 








diacetyl bis-(p-hydroxyphenyl) isatxne, am rpke, 
surfactivee, fin m nt divise 


5.0 






dimethylpolysiloxane active, comme ci— dessus 


10.0 

1 


mg 




Celite superfine superfloss 


20.0 

* 


mg 




lactose 


480,4 


mg 




tylose-C-1000-P 


10.0 


mg 




acide citrique 


15.6 


mg 




eye lam at e de s odium 


4,0 






sel de cuisine 


1,0 


mjr 




glycerine 


1,0 


mg 




arome d'lmile de mandarine 


3,0 


mg 




eau 


15,0 


mg 




emulsifiants 


5,0 


mg 




pOXGLS ToxajL 

Exemple 6 : Tablette a m8.ch.er de la composition : 


570,0 


mg 




• 

diacetyl "bis- (p-hydroxyphenyl ) isatine 
a m* fact iye e . f inement divi see 

O .aft* d W v ^ T W • «ft» Jl mi ^m-W II W 1**bW V ajb 0 W W 


5.0 


SUE 




dimetbylpolysiloxane active, comme ci— dessus 


30.0 


mi? 




C elite sunerfine suner floss 


20.0 






lactose 


4?4,6 


mg 




tvlose-C— 1000— E 




mtr 
0 




acide citrique 


16,4 


mg 




eve lam ate de sodium 


4,2 






sel de cuisine 


0,9 


mir 
■■■0 




glycerine 


0,9 


mg 




htiile de mandarine 


3,0 






emulsifiants 




mg 




eau 


15,0 


ag 



30 



poids total 



600 v 0 mg 



10 
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BEVENDICAiTIOHS . 
T„ Medicament" a action iaxativ a bas d'une combinaison 
de diacetyl bis-(p-nydroxyphenyl) isatine surfactivee et de 
dimetnylpolysiloxane active comme corps actifs, caracterise par 
le fait que la diacetyl bis-(p-nydroxyplienyl) isatine surfactivee 
est preparee par precipitation a partir d'un solvent polaire non 
aqueux, miscible avec l'eau, et par traitement subsequent par 
une solution aqueuse de corps surfactifs en presence d'une matie- 
re porteuse f inement divisee et par le fait que la proportion en 
poids de la diacetyl bis-Cp-hydroxypnenyl) isatine amorpne surfac- 
tivee ainsi obtenue au dimetnylpolysiloxane est dans les limites 

de 1 a 5 pour 10 a 40. 

2. Medicament selon la revendication 1, caracterise par 
ceci qu'une solution de diacetyl bis-(p-nydroxypnenyl) isatine 
est introduite goutte a goutte dans l»eau avec agitation et que 
le depfit decante est transforms en une pate par traitement avec 
une solution aqueuse d'un melange en parties egales d»un sulfo- 
nate d'alcool gras et d«un sulfonate d • alkylbenzene avec addition 
de derives gonflants de la cellulose et de kieselgur. 

3. Medicament selon les revendications 1o«2, caracte- 
rise par ceci qtie la combinaison pftteuse de corps actifs est 
pressee en tablettes avec addition de corps d« addition usuels et 
de correcteurs de gout. 
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